esp@cenet document view 



Page 1 of 2 



AMINO ACID SEQUENCE OF ANTICANCER HUMAN MONOCLONAL ANTIBODY 
AND DNA BASE SEQUENCE CAPABLE OF CODING THE SAME 



Publication number: JP6141884 
Publication date: 1 994-05-24 

inventor: HAGIWARA HIDEAKI; AOZUKA YASUYUKI 

Applicant: HAGIWARA YOSHIH1DE 

Classification: 

- international: A61K39/395; C12N15/13; C12P21/08; G01N33/574; 

G01N33/S77; A61K39/395; C12N15/13; C12P21/08; 
G01N33/574; G01N33/577; (IPC1-7): C12P21/08; 
A61K39/395; C12N15/13; G01N33/574; G01N33/577 

- european: 

Application number: JP1 9920321418 19921106 
Priority number(s): JP1 9920321418 19921106 



Report a data error here 



Abstract of JP6141884 

PURPOSE:To obtain a new DNA, capable of 
binding to a cancer antigen and useful for 
improving the production of an antibody CLN- 
IgG capable of suppressing the proliferation of 
a cancerous cefl and enhancing the anticancer 
activity of the antibody. CONSTITUTION:This 
DNA contains a base sequence capable of 
coding hypervahable regions Hv1 , Hv2 and/or 
Hv3 having amino acid sequences of formulas 
I to III and coding at least a part of a heavy 
chain variable region of an immunoglobulin, 
e,g, a DNA capable of coding an amino acid 
sequence of formula IV. The DNA is obtained 
by preparing an mRNAfrom a CLN/SUZ- H11, 
screening the resultant cDNA lambda 
phage, library by a plaque hybridization method 
and determining the base sequence of the 
transduced DNA of the isolated phage clone. 
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(54) [*w©*i»3 imth^/zu-j-jmfovT^jmmm&zs^nz^-FrzDNAi&M&m 



(57) 

bhT««S#OB*ffljetthU>/t^«|l| 
Ba*tCDt H/fc HM^MI!S*feCLN/SUZ Hll 

S©^ l^ft£©l£^Rtf^¥#IH>, feft; 
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(2) #ffl¥6-141884 
1 2 

[»tf»3ft<D*6HJ * [ftH 

H v l: Asn Tyr Ala Met Ser 

H v 2; Ser Ala lie Thr Pro Ser Gly Gly Ser Thr Asn 

^3; val Pro Tyr Arg Ser Thr Trp Tyr Pro Leu Tyr 

a < t h i z t *mmt.*tz>mi [ft 2 1 

Glu Val Gin Leu Leu Glu Ser Gly fely Asp LD 
Leu Val Gin Pro Gly Gly Ser Leu Arg Leu 20 
Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser 30 
Asn Tyr Ala Met Ser Trp Val Arg Gin Ala 40 
Pro Gly Lys Gly Leu Glu Trp Val Ser Ala so 
lie Thr Pro Ser Gly Gly Ser Thr Asn Tyr 60 
Ala Asp Ser Val Lys Gly Arg Phe Thr He 70 
Ser Arg Asp Asn Ser Gin Asn Thr Leu Tyr 80 
Leu Gin Met Asn Ser Leu Arg Val Glu Asp 90 
Thr Ala val Tyr Tyr Cys Gly Arg Val Pro 100 
Tyr Arg Ser Thr Tip Tyr Pro Leu Tyr Trp 110 
Gly Gin Gly Thr Leu Val Thr val Ser Ser 120 
Ala 

H v l: Asn Tyr Ala Met Ser 

H v 2: Ser Ala lie Thr Pro Ser Gly Gly Ser Thr Asn 
H v 3: val Pro Tyr Arg Ser Thr Trp Tyr Pro Leu Tyr 

<h 3- FT 3 D N AXZ^R N Agfrfro [ft 4 ] 

10 20 30 40 * 50 60 

GAGGTGCAGCTGTTGGAGTCTGGGGGAGACTTGGTACAGCCTGGGGGGTCGCTGAGACTC 
70 80 90 100 110 120 

TCCTGTGCAGCCTCTGGATTCACCTTCAGCAACTATGCCATGAGCTGGGTCCGCCAGGCT 
130 140 150 160 170 180 

CCAGGGAAGGGGCTGGAGTGGGTCTCAGCGATTACTCCTAGTGGTGGTAGTACAAATTAT 
190 200 210 220 230 240 

GCAGACTCCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCCAGAATACACTGTAT 
250 260 270 280 290 300 

CTGCAAATGAACAGCCTGAGAGTCGAGGACACGGCCGTATATTACTGTGGGAGAGTCCCA 
310 320 330 340 350 360 

TATAGAAGCACTTGGTACCCTTTATATTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCA 
GCC 
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(3) #ffl¥6-14 1884 

3 4 

h v 1: Asp lie Ser Asn Tyr Leu Ala [ft 6] 

H y 2; Ala Ala Ser Ser Leu His Ser 
H v 3: Tyr Ser Thr Tyr Pro lie 

* 

Asp lie Gin Met Thr Gin Ser Pro Ser Ser 10 
Leu Ser Ala Ser Val Gly Asp Arg Val Thr 20 
He Thr Cys Arg Ala Ser Gin Asp He Ser 30 
Asn Tyr Leu Ala Trp Phe Gin Gin Lys Pro 40 
Gly Lys Ala Pro Lys Ser Leu lie Tyr Ala 50 
Ala Ser Ser Leu His Ser Lys -val Pro Thr 60 
Gin Phe Ser Gly Ser Gly Ser Gly Thr Asp 70 
Phe Thr Leu Thr He Ser Ser Leu Gin Pro 80 
Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gin 90 
Tyr Ser Thr Tyr Pro He Thr Phe Gly Gly 100 
Gly Thr Lys Val Glu He Lys Arg 

H v l: Asp lie Ser Asn Tyr Leu Ala tfc— fiB*n— HTSDNAftffRNAifM-. 



H v 2: Ala Ala Ser Ser Leu His Ser 

v «u SDNARtfRNAJtSffifll, 



30 mim 9 ] moan 1 mm <o 7 * / mmm * n - f t 

*DNAStfRNA*aKJ!I. 
H v 3: Tyr Ser Thr Tyr Pro He [»*H10] TSEcoSSBH^iJ 

* [ft; 8] 

10 20 30 40 50 60 

GACATCCAGATGACCCAGTCTCCATCCTCACTGTCTGCATCTGTAGGAGACAGAGTCACC 
70 at) 90 100 110 120 

ATCACTTGTCGGGCGAGTCAGGACATTAGTAATTATTTAGCCTGGTTTCAGCAGAAACCA 

130 140 150 160 170 180 

GGGAAAGCCCCTAAGTCCCTGATCTATGCTGCATCCAGTTTGCACAGTAAGGTCCCAACA 

190 200 210 220 230 240 

CAATTCAGCGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTGCAGCCT 

250 260 270 280 290 3D0 

GAAGATTTTGCAACTTATTACTGCCTACAGTATAGTACTTACCCTATCACCTTCGGCGGA 

310 320 
GGGACCAAGGTGGAGATCAAACGA 

[0 0 0 1] S§»<h©h h/h hM^r*HJ§«CLN/SUZ Hll 

:mm±(Dmm^m] fct*tf* th^i ^«*r**«i&tt«#a»fch^^n^u>©a« 
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(4) 

5 

[0 0 0 2] 

[^*©ft*] Hfim^ftS^tittfio^fcfcJ;** 

[0 0 0 3] H©±5fctt«©>fiT*»H#©— Att, 
«rS!B8 5 8 - 2 0 1 9 9 4*f&38 (1#£:¥0 1-598 
7 8 ^£38) , #MBS5 9- 1 3 5 8 9 8-*fc&»fc«ktf 2> 
#WBS5 9 - 1 3 7 4 9 7 W&mz&l, < WKShTW 

n-^i^frsS^smttCLN/SUZ Hll 

(ATCC No. IIB 8 3 0 7) Sr^ftLft. COSfflfl^ 
(CLN-lgGt**) tt. tt#*5- 

xa?igG, mis.ttfK ft 

*«»^Wfc««]ft©SBK:#^-B«fftJSlK:«S^b. 
[0 0 0 4] 30 
[0 0 0 5] l) ^/^n-^-;pjft#a^lBJB«Ett, - 

[0 0 0 6] 2) Sft©ftffi#©ftlM.tJ;nii, 

&»ra>*. JEfcttSfc, «frt>L<HK- 
D 77-^fei*©Sjtt*fr 0 T«Mte©ii5i 

5. ljj»u ^ne©S4^«*f^©t2i5W#$n^)S 
[0007] ■*■&:*>■&« 



#IS¥6- 1 4 18 8 4 

(5 

l) ©|RU8©»&, S#Ifi?£?n-^>^Lfet, 

(4ti«H)a^^ii«?si'©«^*ffltefcaeT4*Ab. » 
sh^^-sh 1 >-r* z. tas**. sn*. 

[0 0 0 8] cnSOIWSMt4fci«)i:B, 
eT©#ft2 5lClllji©*Wli*«a»T?*5. LjfoL&j&t 

tmrnomm. ^^^mmt^mmz^t^mm^ 
*rr « ^i^««©ae^*jg htb h ft * t?£ < ft 
sftT^&t^. 

[0009] ^:z-^^m<D^r^smts scln- 
wrz>z.£\z$>&o 

[0 0 10] 

N-igG^y^n - ^/nit* ©e«Ry;a» 4 a - p -r 

[oon]iMi:a, cln/suz hiuo 
-2> • ^7>J-S, ^T-^A-f ^U^-f-b*— >3 
>©# A D N A ©JSSE^J *fl«rr 5 C £: tC J: o m& £ 

[0012] *5g?|lcJ:fttf, CLN-igGt/^n- 

± yta^ pj^m^© dnaii 

PCRS (*U^^— mRl&m (CtDiilS 
bfek hirt^ite^ifft-S^n-^tLT, CLN-lg 
G^/^n-tMftif^itfiiCcDNAJi/n 
-->^u »DNAiiUIB5i|*iSWr*c:tCJ:0»t 

^sftfc 0 kt, z.nz<Dxm\z-o»xw.\zmm\zmw 

[0 0 13] [1] mRNAm«i«« 

^mz&^xmmznzmmmz. thTS«s#u 

U K-VT$ t), ftfrW(Cfi#MW5 8- 2 0 1 9 9 4 

oi- 5 9 8 7 8 n&m izmv< 
an, thwii, m#>, wt?>. sttufiffi^t*© 

?n—i-)i'tfi#&M£.T2>/\'f?i) f-tcln- 

SUZH1 1TJ62). ^©A-f7"'JF-VttATCC 
(American Type Culture Collection) 
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(5) 

7 

HB 8 3 0 7 tLTSiSntt^o 
[0 0 14] d©«flM3fc*#T, *!*-«3 7CR 

Han^(7)^7-y^Afty7*-hS [Han, J. 
H., Stratowa, C, & Rutter, W. J. (19 8 
7) Biochemistry, 2 6, 1 6 1 7 - 1 6 2 5 ] icj; 
0£RNAft*tHU t>^T2int»j*, Wttt'JS 

J37ty^ttKJ:D#U (A) + RN A»frft#«M#§rr 

[0 0 15] #6n&#U (A) + RNAte;2£fCcDN 

fccfe^Ttt, A#Wf:ISCLN-SUZ Hll/W^ 
UH-vIB*6*RNA*»IBU £©fflffl4&*>&:* 
U^dT^n— X#9Aft^T#U (A) + RNA$ 
MMU KTcOcDNA^^U-COf^SECttLfcc 
[2] cDNA^^^U-«)fPa 

[1] OlSTf»6h«#U (A) + RNA^ilt 30 

KS^-fV-tLT, dATP, dGTP, dTT 
P, dCTPCD#ttTTfa8K9»»fc±0MRNAtffl» 
»35:-*«DNA8^t& *^t«RNA^ 
^HTRNASSffrftbm ^-*iDNA^ 
i^LT, *iiDNA#U.^7-' tf I £ffl^T-#Sl 
cDNA^t^o £5LT#e>n3cDNA^ fc£ 
AfcEEcoR I U>#— eSttftt, EcoR IftftT^^ 

Agti i^*-&£©ecor i&mzmnsvtc 

>tf hn^tyir— ^>jfftffK cDNA^y 

[0 0 16] *»9H©ft#«»fpfc*V^TJ4, [1] © 
XST?#6*XS#U (A) + RNA8iltUDNA^ 
£j£U JlflDcDNASAgt 1 0^^— ICiHSLcDN 
A7-f^7U-^Slfc 0 

[0 0 17] [3] ^P-^C^fi 

tt-yi? h^>Xl/-v3>ffilc£D 52 P, HW>& 
[0 0 18] *5S«fc*ViTjffafctt, cDNA8iI 

^P-^^-T^) £ £**T!S5. 50 



#ffl¥6- 14 18 8 4 

5 

[0 0 19] [4] cDNACD^P-X>^ 
[2] OXST?#6nScDNA9-f^9U-*, 
[3] oxSTllsru&^n-^ftfflv^ziiCiDB 
W£T£^n->©M#?£fT5o flJAtf [2] ©Igt 
ft6n5cDNA7^ ^9U— OAgt 1 0 77-^^ 
Hftt (C 6 0 0 Hfr) tC^^i*:*^^^— # 
ft»j*3tt, $ei:^^/Wyj^1f-y3>ft 
tc^^T^tt^P-^^SS'JT^o Ctl\z£V), CLN 
-lgGMIIcDNA^P-><hLTA CLN-G 1 1 1 
ifi* CLN-lgGglIcDNA^D->^LTA CLN 

-K4 i i3M»!an«ateM«tefc«an&. 
[0 0 2 0] [5] mmBmv#& 

[4] ragTS5n5cDNAi?D->B, fc<h*_fc£p 
UC 1 8<0<k5S:^X^y M?^-*M1 3yT~ 
^i077-^^-»5^}JpUC 118, pBlu 
escript S K + ft Ewy— v $ — \zM9u 
->ftU »5ns»^n->©JfA«»©DNAiK 

tUHEHiftsarrs - ^t^s. 

[0 0 2 1] *5SWOft#»«ffK*ViTtt, [4] <Z) 
IgTf#f)WACLN-Gl 1 ISitfACLN-K 
4 1 1 <Z>EcoR I WM"^> pBluescript SKMCS^n 
->\\M, AjW^-77-yR4 0 8«Jfefc<fc 

[0 0 2 2] H~F\ **«KJ:D*»W«a6KJMWSl 
[0 0 2 3] 

9IMM1 : /W^'J F-VCLN/SUZ HI lfoS 
0mRNA (#U (A) + RN A) (Z}ijlgPf@ 
b: h/t h/vT^U F-7CLN/SUZ HI 
iRNA»B£ftt*ft»HTOti DTWo 

[0 0 2 4] CLN/SUZ H11*MS*>S, y^TX 
W&ttl/?*— hm [Han, J . H. , Stratowa, 
C., & Rutter, W. J. (1 9 8 7) . Biochemis 
try, 26, 1617-1625] \Z £ 0, ^RNA^IH 
S&ttffil 0 9 «^Jg>iL^ilT*56^a^7K 

*&rt>E»*ftLT43l>£:8#2 -^MyhX^y- 
5 M^y 7Af ty 7*- h ^ 2 0m liD 

ft* *6j&^i;»7. 5m i ox^y— ;p*^n- 2 ot: 

IT* V>fc# U >^P fcf ly >16fa-^l:XhT 
fi^U Wmzl 0,0 0 Orpm^S^WS^f 5o #6 

nfcifcKKS 6*cejk»LT*^& 8 % 2 -^k*:/ 

hx^ 7 — ;ve-gtr 5 M^7^y*^Af ty7^- h ft 

0. 2 5ml t7. 5mlOftX^y-MlD^ -2 0 
ICT-lftKlltSo 1 0, 0 0 OrpnTf 1 0»BB»ib»« 
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(6) 

9 

L^SftfritlKft 1 0mM2 -^M^hX^y-M 
^6MS1^7'y>10mll:giU $ S iC 1 M 
StKO. 2 5m 1 t 5m 1 OftiX.? / -;i/ft - 2 0 
3 BJIHISBI"** 1 0,0 0 0 rpmT 1 0 »MSib» 

■ti>»snfca:»s6Mtt»^r-i?>5m 1 

lMSiO. 1 2 5m 1 t 2. 5m 1 CD^X^/^-Jl/ftftJ 
2 0t^3Sfc3n9IW;tt«T5. lO.OOOrpmt 
1 0»B»it»itL»Sn&^*«Btt*5ml fc» 
#U 2 IMBBthUDAO. 5ml*itf»X^; 

2. 5mlM-2 Ott^RNA^BtLT# i0 

[0 0 2 5] #U (A) + RNAH ±aS^ffiT#£ 
n&^RNA^pfA^ChirgwinO^jS [Chirgwin, 
J. M., Przybyla, A. E. } MacDonald, R. 
J., & Rutter, W. J. (1 9 7 9) Biochemistr 
y, 1 8, 5 2 9 4 - 5 2 9 9] Srffl^TsS»L& 9 * 
fCLN/SUZ HI 1 $ffl|gc7)^RNA9mg^^E7]C 
[:»l2.5mg/mltt§ 0 10 0tt5&rai 
IIU, *±T!A»l/fc** 5Mlft"JWA, 10% 

SDS, lMhUX^/-;P7^>*BpH7. 4ft* ^ 
n^tlilKiao.SM, 0.2%, 10mMfc&£J;5 

tcai^^c (0.5 

MlftUf^A, 0.2%SDS, lOmMhUX^y 
-;i^T^>Jfi»pII7. 4) T^PWIbbTfe^fe^U^ 

(A) + RNA£?gffliI«$t (1 0mMhUX^7-;l/T 
a>i£l£pH7. 4) T?»fflU RNA#Bft*a63o # 
^nfc^U (A) + RNA^il0 0tT5&» 
Itm ±iEcr>^Urf (dT)^;i/P-X#9AftflJ^ 5K? 

li^Ito RNAH ?gM:2. 5«SCDX^y- 
;Vil/10*<D2M»R^hU«>ASllI^ 10,000 

(A) + RNA?tM^«B«7K^^*L2Mg/ul^fi 

[0 0 2 6] ^JIW 2 : CLN/SUZ HI 1 

*)6«llT#e>n&>RU (A) + RNA4/ig^i^ 7 

5' GAGGTGCAGCTGTTt 
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V\ cDNA£-&jaLfc3. 2 tfgBJRLfc, ^COcDNA 
WfrftEcoR I*^?— i?fflH«» EcoRlU># — ft 
T4 DNAU#-1feflVvr*»L>;fc. EcoRIftft 

tfc 7vv^Aas!*^AK<fcOEcoRi*aits^ri-«» 

cDNA^H^EiKLfco EOcDNAl 0 OngftAgt 1 
0^**- (Xh7?^->tt® 1 jugKStftfe in 
vitro^y^r— y>^/Vy^r-^>^y h (GIG 
APACK GOLD;Xh7^y->ai) ftffl^T 
fx^CLN/SUZ HI lcDNA9^f^9U — 7. 8 
Xl0 6 pfu//zg DNAftfp^b&o 
[0 0 2 7] SaS«3 : ^P^-f >^-»>iJ— K«fc^ 
CLN-lgG<07$yttBB?U<pft& 
*SKCLN-lgGft«7G^, 

it-4 7 7A h/Hti/XrAXTO 

-gK£>7^ /IHEWftftSl/fc. 
[0 0 2 8] *JfiW4 : ^P-^g>^fe 

(i) nm<D7u-y 

3 hfzC L N — lgG 3 / Kffi 

#1 i: * ^ p y - ft fe BE ft N B R F 5 6 S 5 s - * ^ - 
X (NBRF-PDB ; National Biomedical Resea 
rch Foundation Protein Data Base) 
US*, t h&^U^U >germ line VH2 6 (X>h 
U-«H3HU2 6, Accession number A02047) j&tft 

TEMBL DNAf^^-X (EMBL-GDB ; 
European Molecular B iologyLaboratory Gene det 
a Base) fcjfcS VH 2 6 ODNAjE^J (ID^HSI 
GHAU, Accession number M17747) C05%#>£N^: 

7-No. 1) ft-&j*L&. £fcS«7 1CH1HM 
><DDNAiE?0 (EMBL-GDB; ID«HSIGC 
C4, Accession number J00228) (DC^MT ^ JM 
1 0«afcftS-T*3 OJ^W^F (^5>fV-No. 
2) ft'&jSLft. 

[0 0 2 9] 

[ft 9] 



-3' 



5 , -AACTTTCTTGTCCACCTTGGTGTTGCTGGG-3 , 

[0 0 3 0] ^(D2ti^MV-^W*IW2 :/v-Mcpcr (#U^9— ftffofeo * 

TiSLfcCLN/SUZ HI lcDNA4ngftx> 50 OjjS*, #5 6 6 0 i6**f0Bffr (P C R r C 3) ^« 
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( 

11 

sn, mmmpmmz£Dtrifcmmr 1 chi h^-y 

>fil\s7u—7 (tftf>ftPCRrC3) 
[0 0 3 1] (2) «JB<z>^n-^ 

mfiM 3 -pftgift c l n - ig Gmm<D^r * j mt 

X#&tt*L;fcl8*. Daudi!Wiafi5fe<7)t: h^S^n^ 
1 J y (X>h'J^KlHUDI, Accession number 
A01884) <DKJIJi*t)ja^*iEn^-39t»o&o •€* £T * 



7) #M¥6-14 1884 

* EMB L DNAr- 9**- Xte*SDaudiStflMHHC!) 
DNABBJll (ID«HSVK02, Accession number 
X00966) ©3%*SN*«T5/Ill 03aaK*ar* 
3 0Wl/*fH C/^V-No. 3) fr&ritLfc. * 
fcfiJI U«) CH^-f >ODNABW (embl-g 
DB ; ID^HSIGKl, Accession number V0055 
7) OC*«j«75/»l 03a»fc*S"T*3 0 5«^V 
rfr^F C^-fT-No. 4) fr&JsfcbJfco 
[0 0 3 2] 
20 [ft 10] 



5 G AC ATC C A G ATG A CC C AG TCTC C ATCCTC C-3' 
S'-CTAACACTCTCCCCTGTTGAAGCTCTTTGT-ff 



[0 0 3 3] u 2 ii0^7-< T-^ffl ^TilM 2 20 
TSISb&CLN/SUZ HI lcDNA4ng^f> 

co»>f (pcr/cA4) a«**sn, iasiBjrjftfefccfc 

f>ftPCRKA4) £#fce 

[0 0 3 4] : cDNAO^P— n>y 

(1) SScDNA©^ D — ~y?f 
MIBHSI^|2T#e>nfeCLN/SUZ HllcDN 30 
A 5 < >^ U - KM LT^SSW 4 T?# 6 tllfe fcf Mb 

t^ttlS 1. 6Kii»©jfXDNA*JJ-3t*D, £ 
©77— >>£A CLN-G 1 1 1 t^Lfco 

[0 0 3 5] (2) igJIcDNACD^n— ->2/ 
MC*ll5«!2t?»6n»:CLN/SUZ HI lcDN 



V>2 7flCD|»tt#n— >£©& 0 £CD4*O^D — >4 1 
1B»1. 0K«i#©jlXDNAS)Jt3Ti!), ^ 
77-y^ACLN-K4 1 1 fclfrfiLfc. 

[0 0 3 6] SdM6 : mMmmv&fe 

*lt«5K*ViT^n — >ft;l/&A CLN-G 1 1 143 
<£££A CLN-K4 1 10EcoR I |fft^77-y^7 
FBluescript SK + l:B^D->fttfe ( ^COTX- 

-77-yR4 0 8 SI^t, -#ISDNA£iliS 
U it>^f— j£ (Sanger, F. et al. Proc. Natl. 
Acad. Sci. USA. 74 ; 5 4 6 3 (1 9 7 7)) 

lgG(8*cDNA^D->OW*«*l©»*E50*«tW 

[0 0 3 7] 
[SI] 
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(8) 

13 

Jg l « : CLN-lgGM (r ) 5IK«ttKtt 
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AGC CCA GCC CTG GGA TTT TCA GGT GTT TTC ATT TGG TGA TCA GGA CTG AAC AGA GAA CTC 

-19 -10 ^ 

ACC ATG GAC TTT GGG CTG AGC TGG CTT TTT CTT GTG GCT ATT TTA AAA GGT GTC CAG TGT 
Met Asp Phe Gly Leu Ser Trp Leu Phe Leu Val Ala He Leu Lys Gly Val Gin Cys 

1 i0 20 

GAG GTG CAG CTG TTG GAG TCT GGG GGA GAC TTC GTA CAG CCT GGG GGG TCG CTG AGA CTC 
Glu Val Gin Leu Leu Glu Ser Gly Gly Asp Leu Val Gin Pro Gly Gly Ser Leu Arg Leu 

30 . ~ 4Q 

TCC TGT GCA GCC TCT GGA TTC ACC TTC AGC AAC TAT GCC ATG AGC TGG GTC CGC CAG GCT 
Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr Ala Wee Ser Trp Val Arg Gin Ala 

50 60 
CCA GGG AAG GGG CTG GAG TGG GTC TCA GCG ATT ACT CCT AGT GGT GGT AGT ACA AAT TAT 
Pro Gly Lys Gly Leu Glu Trp Val Ser Ala He Thr Pro Ser Gly Gly Ser Thr Asn Tyr 

GCA GAC TCC GTG AAG GGC CGG TTC ACC ATC TCC AGA GAC AAT TCC CAG AAT ACA CTG TAT 
Ala Asp ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ser Gin Asn Thr Leu Tyr 

* *° 100 
CTG CAA ATG AAC AGC CTG AGA GTC GAG GAC ACG GCC GTA TAT TAC TGT GGG AGA GTC CCA 
Leu Gin Mec Asn Ser Leu Arg Val Glu Asp Thr Ala Val Tyr Tyr Cys Gly Arg val Pro 

1A0 * 120 

TAT AGA AGC ACT TGG TAC CCT TTA TAT TGG GGC CAG GGA ACC CTG GTC ACC GTC TCC TCA 
Tyr Arg Ser Thr Trp Tyr Pro Leu Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Sex 

GCC 
Ala 

[0 0 3 8] 30 m2] 
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(9) #ffl¥6-14 1884 

15 16 
»2»:CLN-lgGM U> ^mmMK 

GGA ATT CCG TCA GGA CAC AGC 

-20 -10 -1 

ATG GAC ATG AGA GTC CTC GCT AGG CTC CTG GGG CTC TGT GCT CTG TCC CAG TGC AGA TGT 
Met Asp Met Arg Val Leu Ala Arg Leu Leu Gly Leu Cys Ala Leu Ser Gin Cys Arg Cys 
1 10 20 

GAC ATC CAG ATG ACC CAG TCT CCA TCC TCA CTG TCT GCA TCT GTA GGA GAC AGA GTC ACC 
Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr 

30 40 
ATC ACT TGT CGG GCG AGT CAG GAC ATT AGT AAT TAT TTA GCC TGG TTT CAG CAG AAA CCA 
He Thr Cys Arg Ala Ser Gin Asp He Ser Asn Tyr Leu Ala Trp Phe Gin Gin Lys Pro 

50 60 
GGG AAA GCC CCT AAG TCC CTG ATC TAT GCT GCA TCC AGT TTG CAC AGT AAG GTC CCA ACA 
Gly Lys Ala Pro Lys Ser Leu He Tyr Ala Ala Ser Ser Leu His Ser Lys Val Pro Thr 

70 AO 
CAA TTC AGC GGC AGT GGA TCT GGG ACA GAT TTC ACT CTC ACC ATC AGC AGC CTG CAG CCT 
Gin Phe Ser Gly Ser Gly Ser Gly Tnr Asp Phe Thr Leu Tor He Ser Ser Leu Gin Pro 

90 100 
GAA GAT TTT GCA ACT TAT TAC TGC CTA CAG TAT AGT ACT TAC CCT ATC ACC TTC GGC GGA 
Glu Asp Phe Ala Thr Tyr Tyr Cys Leu Gin Tyr Ser Thr Tyr Pro He Thr Phe Gly Gly 



GGG ACC AAG GTG GAG ATC AAA CGA 
Gly Thr Lys Val Glu He Lys Arg 

[0 0 3 9] *&CLN-lgG««*J:tffflifl!>U'^ 

©«v«eTftn^fc*Hi, cLN-igG««itr*«w 
m oa*««) ^r*«*©* 

Tt>WteSEattfc«^V^tC5SjHRj*«* (hype 
r-variable region, Hv««) t^TS. WKRmBi* 

Hvl, Hv2, Hv3Wc tnZCD&nimmmt 

»fiH^««tt, *BfiMK*ft«« (CDR ; Complemen 
tarity determining region) £.hWt£tU jEaff^JaJ© 

[0 0 4 1] CLN-lgG(DjH"W*iH*ft»ST*&ft 
tCKabat & Wo^nyhSl^ft. [Kabat, E. 
A., Wu, T. T., Bilofsky, H. Variable Regio 
ns of I mmunoglobul in Chains (Medical Comput. S 
ystems, Bolt, Beranek & Newman, Cambridge, 1 

9 7 6)] z.n\m*(Di?ifo<Dmm%:M^x. 



mm\ coitT^D, aiifc»fci*S4oo©*ftt*. 

30 [0 0 4 2] (1) CLN-lgGKfl0DSpJ^M«COft 

CLN-lgG«i075/»B«*6, %v?W&79 
)l-7l\zm~?Z>Z-ttfWfrtte*Drc.<, uTN B R F 
-PDB (rel.26) £**nTV>5tf:/y;l^7l fcK 
T£2 4OEJ0SCLN-lgG«Hi:ftlcat^ 
T^SS^frlfLKabat & Wn^ny FSfPHLfc 
(HI) • -t<Z>ilSS#>5, Hvl, Hv2, Hv3H 

49 [0 0 4 3] (2) CLN-lgGttH<0jHflHE««O« 
ft 

CLN-lgGB»07^y»B5«a>&* HvWJP- 
7*3 i:Bt§:tP^t^^^ ^^TNBRF-P 
DB (rel.26) \Z^tlX^^if)V—^3 \zM1r & 
2 10|EM^CLN-lgGlii»:t^ Mfif^ 
g^£tr#LKabat & Wu7n y KSfNBLfc (0 
2, M#^9 6i^S) o Hvl, Hv 

2 s-tn^na**-^ 31^^35, 49^559^ 

5» #e^mTH*ICi(«3»VJ|ftdfti«fdr«lfiTH1ktC 



—617- 



(10) #ffl¥6-14 1884 

17 18 

g^tfSf ^ t, 9 6 i/Xr^ 1 . 0, 9 ^SWv 3 tCffi^-r-Sc 

7>/U-»^2.1, 9 8 7M->^3.9, 9 9A*U [0 0 44] 

>^2 9. 3, 1 0 9fDy>^i8.4, HOh'J^ [^3] 
h^T>^3. 5, 11 l^Uy>/dU. otas. m& * 

Kol CARDGGHGFCSSASCFGPDYWGQGTPVTVSS 

Bro CARS PVSLVDGWLYYYYGSVWGQGTL 

Cam CAR DRPL YGDYRAFNYWGQGTLVTVS S 

Tro CAA TDDFDWSTFSLDYWGEGDLVTVSS 

Tei CAR VTPAAASLTFSAVWGQGTLVT 

Pom CAR DAGPYVS PTFFAH YGQGTLVT 

Ga CAR- - - - SGIALGSVAGTDYWGEGTLVTISS 

Lay CAR DAGPYVS PTFF AH WGQGTLVT 

H i 1 CAR D PDI LTAF SFD YWGQG VL VT VS S 

99 109 

CLN CGR fc_PYRSTWYP Lj WGOGTLVTVS SAS 

Dot) CAK G YI WNGNWFDS WGQGTLVTVS 

Was CAR FRQPFVQFFDVFGQGTLVT 

Bur CAK LIAVAG -TRDFWGQGTLVTVSL 

Tur CAR LSVTAVAFDVWGQGTKVS 

Til CAK GKVSAYYFDYWGEGTLVTVSS 

Zap CAR TRPGGYFSDVWGQGTLVS 

Ni<5 CAR IRDTAMFFAHWGQGTLVTVSS 

Jan CAR VVVSTSMDVWGQGTPVT 

Gal CAR GWGGGDYWGQGTLVTVS T 

But CAR DLAAARL FGKGTTVT VS S 

WEA CAR -GWLLNWGQGTLVTVSS 

[0 0 4 5] £i#S|M?Stt*. L*U CLN-lgGCOjtfe^^a: 

CLN-lgGjR#Jfctf*©«eT«ifi# ^bta#:OT^yK&-gEHMT§^^fcj:D, SEfctnC 

«©£i0:ltfrtf\ ««co^ Fab» S6tH fc fc * H!iMl«tt, SPSStt, AAIIV 

tt\ F(ab)'iifr, Fvifr, H^>*fr (dAb) , 4(7 iStt^: ^ b < CiKf l^^T 

CDRWfr&ifO#«tt#fi*WM-e»*Jli«sW«i: ttinrTSfttt, S*ett, ft**»Bttft2ft«#^ 

[0 0 4 6] «ffi£T<Dffl3S©»*, CLN-lgGtt, TMIl/T, #l*.ftflfc*«tt*MS^- 1 h*/ # n-^ 

&i*«tMf*f>, MM* Htt«fiB&:£ ;MK#; -f >^-7XD>»^-t ht/^D-^R 
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(11) 



#BB¥6- 1 4 18 8 4 



19 

mm<D^ Fab*rH\ F(ab)MWH\ FvRJt, F 
MyWk (dAb) , CDRWfrfc£©#J*»ttfitB« 



.SO 



[ill H1B, bhK«Iit^^;i—7 p lfCS-r5 2 4 
C9nrSW^gH?iJc5Kabat & Wu plotSaVT. 

[0 2] 02 e, t hnm-v-f>f)v-73 \zmtz 2 1 

OBrSffl^SH^JOKabat & Wu plot^^-To 



[01] 




1 11 21 31 41 St fi1 71 &1 91 101 



[H2] 




(51) int. ci. 5 mm* ff^mm^n f i sms^afff 

C12N 15/13 ZNA 

GO 1 N 33/574 D 9015—2 J 

33/577 B 9015—2 J 
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